REVISED COMMENTS ON THE 1986 SURGEON GENERAL'S REPORT, THE EPA 
DRAFT RISK ASSESSMENTS, THE NIOSH CURRENT INTELLIGENCE BULLETIN, 
AND OTHER RISK ASSESSMENTS ON ETS 

The conclusions of reports by three governmental agencies 
have been extensively relied upon by various organizations and 
individuals in discussions of health effects purportedly associated 
with environmental or "passive" tobacco smoke (ETS) exposure in 
the workplace. These reports are: 

[1] The Health Consequences of Involuntary Smoking . 1 a 1986 
report of the Surgeon General (hereinafter 1986 Surgeon 
General's Report); 

[2A] Health Effects of Passive Smoking: Assessment of Lung 
Cancer in Adults and Respiratory Disorders in Children 
(EPA/600/6-90/006A) , a review draft released by the 
Environmental Protection Agency (EPA) in 1990 (1990 Draft Risk 
Assessment); 

[2B] Respiratory Health Effects of Passive Smoking: Lung 

2 B 

Cancer and Other Disorders (EPA/600/6-90/006B), a review 
draft released by the Environmental Protection Agency (EPA) 
in 1992 (1992 Draft Risk Assessment); and 
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[ 2C] Respiratory Health Effects of Passive Smoking: _Lung 

Cancer and Other Disorders (EPA/600/6-90/006F), 2C a risk 
assessment released by the Environmental Protection Agency 
(EPA) on January 7, 1993 (Final Risk Assessment); and 

[3] Environmental Tobacco Smoke in the Workplace: Lun g Cancer 
and Other Health Effects . 3 a Current Intelligence Bulletin 
issued by the National Institute for Occupational Safety and 
Health in 1991 (NIOSH CIB). 

These reports have taken on importance in the context of 
the OSHA RFI to the extent that OSHA RFI commenters may try to rely 
upon these documents (and other published risk assessments, also 
discussed herein) in urging OSHA to regulate smoking in the 
workplace. As underscored in the following comments, these review 
papers do not provide a basis for regulation of smoking in the 
workplace by OSHA. 

1986 Surgeon General's Report 

The -EPA draft risk assessment and the NIOSH CIB rely 
extensively on the conclusions of the 1986 Surgeon General's Report 
on "Involuntary Smoking," the U.S. Public Health Service's 
eighteenth report, and the fifth report issued during the tenure 
of C. Everett Koop. The 1986 Surgeon General's Report reached 
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two major conclusions which some may urge are relevant to the 
workplace smoking issue: 

Involuntary smoking is a cause of disease, 
including lung cancer, in healthy nonsmokers. 

(p. vii) 

The simple separation of smokers and nonsmokers 
within the same air space may reduce, but does 
not eliminate, the exposure of nonsmokers to 
environmental tobacco smoke. (p. vii) 

The Surgeon General's review has been challenged by a 

number of critics. One reviewer, Ann Fettner, suggested that the 

Surgeon General's conclusions were based on "flimsy" evidence 

presented in an effort to "divert our attention" from important 

4 

health concerns such as the "poisoning of the environment." A U.S. 
Congressman, Walter B. Jones, in a letter published in the 
Congressional Record , wrote that "the conclusions in the Surgeon 
General's Report are not supported by the research in his own 
report." 5 The Surgeon General's conclusions regarding lung cancer, 
cardiovascular disease, adult respiratory disease, and separation 
of smokers and nonsmokers are relevant to OSHA's current 
considerations of the workplace environment and will be discussed 
below in some detail. 
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Luna Cancer 


The Surgeon General's conclusion that a causal 
relationship exists between ETS exposure and lung cancer in 
nonsmokers was based on 13 epidemiologic studies of women whose 
husbands smoked. Of those studies, eleven reported risk estimates 
that were not statistically significant. 6 Moreover, scientific 
deficiencies in the epidemiologic studies on ETS and nonsmoker 
lung cancer have been identified by numerous individuals. A German 
specialist in biometrics and epidemiology, Karl Uberla, in his 
assessment of these studies, suggested that the data fail to meet 
the criteria which some regard as necessary to establish a causal 
relationship: 7 


The majority of criteria for a causal connection 
are not fulfilled. There is no consistency, 
there is a weak association, there is no 
specificity, the dose-effect relation can be 
viewed controversially, bias and confounding 
are not adequately excluded, there is no 
intervention study, significance is.only present 
under special conditions and the biologic 
plausibility can be judged controversially. 


An eminent American statistician, Nathan Mantel, 


has also observed: 


8 


[I]t is unlikely that any epidemiological study 
has been, or can be, conducted which could 
permit establishing that the risk of lung cancer 
has been raised by passive smoking. Whether 
or not the risk is raised remains to be taken 
as a matter of faith according to one's choice. 
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There are currently 30 spousal smoking studies, 24 of 
which report risk estimates that are not statistically 
significant. 9-38 Only six studies report statistically significant 
increased lung cancer risks for women whose husbands smoke. Thus, 
these studies taken as a group, or considered individually, do not 
convincingly support rejection of the null hypothesis of no 
association between ETS exposure and lung cancer in nonsmokers, 
and therefore are inadequate as a basis for regulatory action. 

Moreover, the vast majority of the spousal smoking studies 
report risk estimates that are less than 2.0. These values are at 
the limit of detection for epidemiology. Risk estimates below 2.0 
or 3.0 have been described as "weak," and thus, any conclusions 
drawn from such studies are unreliable. This is particularly 
true when the studies themselves fail to account for numerous 
sources of bias and confounding factors. The confounding factors 
are variables associated with both the classification of "marriage 
to a smoker" and with risk factors associated with lung cancer, the 
existence of which can give rise to a spurious ETS-lung cancer 
association. Examples of confounding factors that are not 
controlled for in the studies include diet, alcohol consumption, 

cooking and heating methods, occupation, physical activity, 

. . . , 40 
urbanization and socioeconomic class. 
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In addition, application of spousal smoking studies to 
the workplace presents significant questions. Even the Surgeon 
General conceded that »[m]ore accurate estimates for the assessment 
of exposure in the home, workplace, and other environments are 
needed" (p. 101) . 

In fact, the epidemiologic studies on lung cancer and 
respiratory disease cited in the Surgeon General's Report did not 
include any actual measurements of study subjects' exposure to 
ETS in either the home or the workplace. Instead, the studies 
relied on questionnaire information to estimate exposure to ETS. 
The Surgeon General's Report itself acknowledges that the 
"possibility of reporting bias must be considered for the studies 
that have used questionnaires to measure illness experience" (p. 
38). A number of researchers have reported that exposure 
misclassification can lead to improper indices of exposure and 
incorrect estimations of risk. 10 ' 41 46 The Surgeon General's Report 
also concedes that "validated questionnaires are needed for the 
assessment of recent and remote exposure to environmental tobacco 
smoke in the home, workplace, and other environments" (p. 107). 
The National -Research Council and other authors have recently 
criticized questionnaires used in ETS studies for not being 
standardized or validated, pointing out that misclassification of 

exposure may occur if the questionnaire is not appropriately 

- . . 47-49 
designed. 
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Separation of Smokers and Nonsmokers 


The Surgeon General's Report also concluded that "simple 
separation of smokers and nonsmokers within the same air space may 
reduce, but does not eliminate, exposure of nonsmokers to 
environmental tobacco smoke" (p. vii) . The Report concludes that 
smoking bans will not only reduce ETS exposures, but will also 
"alter smoking behavior and public attitudes about tobacco use" 
(p. 322). The Report further suggests that "over time, this may 

contribute to a reduction of smoking in the United States" (p. 
322) . Thus, the underlying motivation for the use of the ETS/health 
argument is to attain a "smoke-free society by the year 2000." 

The Surgeon General's claim that separation of smokers 

and nonsmokers does not minimize nonsmoker exposure to ETS is 

without scientific support. Studies aboard commercial aircraft 

and in offices indicate, contrary to the Surgeon General's Report, 

that the simple separation of smokers and nonsmokers effectively 

50-57 

minimizes nonsmoker exposure to ETS. One recent study, for 

example, reported that the use of designated smoking areas reduced 

exposure to ETS by 95 percent. 50 Another study of a smoking- 

restricted office building reported that ambient nicotine in 

nonsmoking areas was virtually undetectable, suggesting that ETS 

51 

had a negligible impact on the nonsmoking areas in the building. 
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In addition, Canadian researchers Sterling, et al., in a series of 
studies, collected data on levels of ETS constituents in offices 
with different smoking policies. They reported no significant 
differences in average ETS constituent levels between nonsmoking 
offices that received recirculated air from designated smoking 
areas and nonsmoking offices that did not receive recirculated 
air. 52-53 ' 57 They concluded: 


The results indicate that the provision of a 
designated, but not separately ventilated 
smoking area can effectively eliminate or 
drastically reduce most components of 
environmental tobacco smoke from nonsmoking 
offices. 


Adult Respiratory Disease 


The Surgeon General's Report also addressed purported 
changes in pulmonary function in adults reportedly exposed to ETS. 
The Surgeon General concluded that 


healthy adults exposed to environmental tobacco 
smoke may have small changes on pulmonary 
function testing, but are unlikely to 
experience clinically significant deficits in 
pulmonary function as a result of exposure to 
environmental tobacco smoke alone. (p. 13) 


Two major research groups have examined the possible 
association between exposure to ETS in the workplace and pulmonary 
function in adult nonsmokers. White and Froeb reported, based on 


8 


Source: https://www.industrydocuments.ucsf.edu/docs/krdkOOOO 


2500118073 



their measurements of the small airways function of smokers and 
nonsmokers in the workplace, that nonsmokers exposed to tobacco 
smoke at work for 2 0 or more years had reduced function of the 

small airways compared to nonsmokers who did not have such 
58 

exposures. 


The White and Froeb study has been criticized for numerous 

reasons, including its assessment of ETS exposure and its method 

of subject selection. 59-62 Furthermore, White and Froeb themselves 

noted that the average values of the pulmonary tests of nonsmokers 

exposed to tobacco smoke "were not notably different" from the 

6 3 

values suggested as normal by a specialist in this area. Dr. 

Michael Lebowitz of the University of Arizona wrote the following 

64 

regarding the White and Froeb study: 


Even with a biased population, poor study 
design, and incorrect statistical evaluation, 
there were no clear-cut, consistent, medically 
meaningful differences between passive smokers 
and groups of nonsmokers; a corrected 
statistical analysis strengthened this 
conclusion. 


Moreover, the'Surgeon General wrote: 


The [White and Froeb] study population was 
self-selected, and the exposure classification 
was crude and did not account for people who 
changed jobs. (p. 60) 
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In addition to these concerns, the results of White/Froeb 
appear to be inconsistent with those of a second research group, 
Kentner, et al., who reported no effect of ETS on pulmonary 
function measurements among 1,351 German office workers. 66 In a 

1988 update of the study, Kentner and colleagues noted that 66 

there is no evidence that average everyday 
passive smoke exposure in the office or at 
home leads to an essential reduction of lung 
function in healthy adults. 

The key investigator for the study reported these same findings in 

67 6 S 

1989 and 1990 publications. ' 

The Surgeon General's Report also addressed the issue of 
acute effects on the pulmonary function of adult nonsmokers exposed 
to ETS, the Surgeon General concluded that "the magnitude of these 
changes is quite small, even at moderate to high exposure levels, 
and it is unlikely that this change in airflow, per se, results in 
symptoms" (p. 63) . The studies available on asthmatic adults are 
clinical studies that have potential applicability to the home and 
the workplace setting. However, the studies that have reported an 
association between exposure to ETS and reactions in asthmatics 
have several problems. Regarding the studies on asthma in adults, 
the Surgeon General wrote: 

Acute exposure in a chamber may not adequately 
represent exposure in the general environment. 
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Biases in observation and the [sic] in selection 
of subjects and the subjects' own expectations 
may account for the widely divergent results. 
Studies of large numbers of individuals with 
measurement of the relevant physiologic and 
exposure parameters will be necessary to 
adequately address the effects of environmental 
tobacco smoke exposure on asthmatics. (p. 65) 


Cardiovascular Disease 

The Surgeon General's 1986 conclusion on cardiovascular 

disease and ETS was that further studies "are needed in order to 

determine whether involuntary smoking increases the risk of 

cardiovascular disease" (p. 14). In 1988, Fielding, et al., 

reviewers from the University of California-Los Angeles, who are 

critical of smoking, conceded that "no firm conclusion that a causal 

relation exists is yet warranted" for reported ETS exposures and 

cardiovascular disease. A similar view was expressed in a 1988 

review from a Harvard physician, who said that there were "no clear 

. 70 

data" that ETS increases heart disease risk. 

Several additional evaluations of the literature on ETS 

and heart-disease appeared in 1990. Two of these were reported at 

71 

international conferences in Lisbon, Portugal and m Budapest, 
Hungary. 72 Both argued strongly that the data on ETS and heart 
disease were methodologically weak and insufficient to draw 
conclusions. In another major review, this one from the United 
States, two physicians, Drs. Mahajan and Huber, concluded that 
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"the data that are available are so sparse that any attempt to 

. 73 

reach a definitive assessment would be fraught with uncertainty." 

Perhaps the most recent review of the literature on ETS and heart 

disease was published in 1991 by A.K. Armitage, the former director 

74 

of toxicology of a major European research laboratory. He 

described the scientific data relating to a possible heart disease 
risk in nonsmokers exposed to ETS as "not very convincing." 

In summary, the Surgeon General's claims that exposure 
to ETS increases the risk of lung cancer in nonsmokers and that 
simple separation of smokers and nonsmokers is ineffective in 
minimizing exposure are not convincingly supported by the scientific 
data and should not be used as a basis for workplace smoking policy 
decisions. 

EPA Draft Risk Assessment 

In June, 1990, the United States Environmental Protection 

2A 

Agency (EPA) released for review a Draft Risk Assessment on ETS. 
The 1990 Draft Risk Assessment concluded that exposure to ETS is 
causally related to lung cancer in adult nonsmokers and is 
associated with respiratory disease and respiratory symptoms in 
children. The 1990 Draft Risk Assessment also concluded that ETS 
should be classified as a Group A ("known human") carcinogen. It 
estimated that ETS exposures are responsible for 3,800 nonsmoker 
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lung cancer deaths per year in the U.S. (the estimate was later 
revised to 3,700). The Science Advisory Board (SAB) for the EPA 
reviewed the 1990 Risk Assessment in a meeting in December, 1990. 
Their report, presented to the SAB Executive Committee in April, 
1991, suggested that while further revisions were needed, the 
conclusions of the Draft were sound. 

In May, 1992, the EPA released its revised Draft Risk 
Assessment on ETS. 2B The revised Draft Risk Assessment again 
concluded that exposure to ETS is causally related to lung cancer 
in adult nonsmokers. The revised Draft also concluded that ETS 
exposures are causally related to respiratory diseases and symptoms 
in children and added numerical estimates of risk for various 
respiratory conditions. The revised Draft Risk Assessment again 
concluded that ETS should be classified as a Group A ("known human") 
carcinogen. However, the EPA lowered its estimated number of U.S. 
lung cancer deaths purportedly attributable to ETS exposure to 
3,000 per year. This revised Draft Risk Assessment was reviewed 
by the EPA's SAB Committee in July, 1992. More charges for 
revisions were made to the EPA staff, but the committee once again 
endorsed the Draft's conclusion. An Executive Committee meeting 
of the EPA-SAB took place in October, 1992. The Executive Committee 
endorsed the SAB committee's report, and the Draft was sent back to 
EPA staff for minor revisions. 
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On Thursday, January 7, 1993, at a press conference, EPA 
Administrator William Reilly and Secretary Sullivan of the 
Department of Health and Human Services released the final EPA 
document, entitled, "Respiratory Health Effects of Passive Smoking: 
Lung Cancer and other Disorders.The document classifies ETS a 
Group A ("known human") carcinogen. This is apparently the first 
EPA risk assessment based solely upon epidemiologic data in which 
a substance has been designated a Group A carcinogen. 

All three versions of the EPA Risk Assessment employ a 

Population-Attributable Risk model for estimating excess lung cancer 

' 2 A 2 B 2 C 

mortality among nonsmokers reportedly exposed to ETS. ' ' This 

model is based essentially upon three estimates: 

1. a point estimate or relative risk derived from 
a meta-analysis of epidemiologic studies on 
nonsmoking wives married to smokers; 

2. the proportion of nonsmokers in the general 
(U.S.) population reportedly exposed to ETS; and 

3. the total number of nonsmokers in the general 
population. 

To calculate the Population-Attributable Risk (PAR), the 
authors of the 1990 Draft Risk Assessment estimated that 60% of all 
nonsmokers are exposed to ETS. A cumulative relative risk of 1.28 
was calculated in the 1990 Draft via meta-analysis from 
epidemiologic studies on spousal smoking as the estimated excess 
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risk'due to ETS exposure. The PAR for these two assumptions (with 
other minor adjustments) is 0.27. The total number of deaths for 
nonsmoking males and females was then estimated, based on the 
American Cancer Society's projections for 1988 (9,500 total deaths). 
By multiplying the PAR (0.27) by 9,500, the authors generated an 
estimate of 2,560 total deaths per year attributable to ETS exposure 
among neversmokers. A PAR was also computed for male and female 
former smokers, generating a total estimate of 3,800 excess deaths 
annually purportedly attributable to ETS exposure among nonsmokers 
in the United States. Using the same procedure in the 1992 Draft, 
the authors performed a meta-analysis of the then available eleven 
U.S. spousal smoking studies and reported a relative risk of 1.19. 
The calculated cumulative risk generates an estimate of 3,000 excess 
deaths per year among nonsmokers. The EPA did not modify its 1992 
Draft estimate in the final risk assessment document. 

The PAR method employs estimates of relative risk, 
population fractions of exposure to ETS and lung cancer death rates 
for the general nonsmoking population in order to generate an 
estimate of excess mortality reportedly attributable to ETS 
exposure. It jls important to note at the outset that the PAR model 
itself does not determine that there is an increased risk of lung 
cancer among nonsmokers from ETS exposure. Rather, the model 
assumes a causal relationship between ETS exposure and an increased 
risk of lung cancer among nonsmokers, based upon increased risks 
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reported in epidemiologic studies on spousal smoking. These 
reported relative risks are, in turn, assumed to represent true 
relative risks for the entire population due to ETS exposure. 

75 

These critical assumptions have been challenged. To 
achieve a cumulative excess risk estimate of 1.28 for nonsmokers 
reportedly exposed to ETS, the authors of the 1990 Draft Risk 
Assessment performed a meta-analysis of 23 epidemiologic studies 
on spousal smoking. Eighteen of the studies on spousal smoking 
included in the EPA's meta-analysis in 1990 fail to achieve 
statistical significance and are, therefore, consistent with the 
null hypothesis of no association between spousal smoking and an 
increased risk of lung cancer among nonsmokers. 

The meta-analysis in the 1992 Draft was performed on 
eleven available U.S. spousal smoking studies, none of which 
originally reported an overall statistically significant risk 
estimate. Nevertheless, the EPA reanalyzed the data, using 90% 
confidence intervals , and reported statistical significance for one 
risk estimate. The EPA's meta-analysis generated a summary risk 
estimate of 1.19 for nonsmoker lung cancer. Using a 90% confidence 
interval, the EPA reported that this risk estimate was statistically 
significant and that it indicated a causal relationship between 
spousal smoking and nonsmoker lung cancer. The EPA justified their 
choice of the 90% confidence interval by referring to a "one-tailed" 
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statistical test. The one-tailed test presumes causation: it is 

designed to show the extent of a purported "effect." 

The choice of confidence interval was criticized in a 

presentation at the October SAB Executive Committee meeting, by 

James J. Tozzi. In a follow-up letter to the EPA, Tozzi included 

a meta-analysis of 13 U.S. studies which is not statistically 

7 6 

significant using a 95% confidence interval. Tozzi reported a 

relative risk of 1.07 (95% C.I.: 0.95 to 1.21). Nonetheless, the 

EPA did not choose to modify their statistical calculations in the 
final risk assessment document. The main difference between the 

meta—analysis submitted by Tozzi and the EPA meta—analysis was 
that the analysis submitted by Tozzi included two recent lung cancer 
studies that did not report an overall association between spousal 
smoking and lung cancer in nonsmoking wives. The EPA omitted from 
its risk assessment the NCI-funded Brownson et al., 1992, study, 
one of the largest and most recent studies on ETS and lung cancer, 
which found no increase in risk from exposure to ETS. 77 They also 
omitted the Stockwell et al. , 1992, study. 78 If the EPA had 
included the Brownson and Stockwell studies in its meta-analysis, 
its risk assessment would not have resulted in a statistically 
significant increased risk of nonsmoker lung cancer reportedly 
associated with exposure to ETS. 
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Eleven of the epidemiological studies EPA considered in 
the 1992 Draft Risk Assessment included estimates of workplace 
exposures. Ten of those eleven studies reported no statistically 
significant increased risk for nonsmoking females . If the data on 
workplace exposures are pooled in a meta-analysis, the risk estimate 
is below 1.00 (unity), which indicates no positive association 
between reported workplace exposures to ETS and lung cancer in 
nonsmokers. However, the Draft Risk Assessment did not consider 
those important data. It also excluded from its analysis published 
criticisms of epidemiologic studies on spousal smoking and lung 
cancer. The EPA additionally excluded from consideration over 25 
studies on childhood respiratory disease and parental smoking which 
did not report an effect from parental smoking. 

The epidemiologic studies on spousal smoking contain no 
actual exposure data on ETS. The 1990 and 1992 EPA Drafts instead 
assumed the validity of questionnaire responses about possible 
exposure to ETS based upon spousal smoking and then generalized 
these responses to the general population's exposure to ETS. The 
authors of the 1990 and 1992 Draft Risk Assessments also failed to 
consider and adequately adjust for confounding factors, e.g., diet, 
lifestyle, genetics, etc., in any of the individual studies on 
spousal smoking. This is a significant oversight, especially when 
dealing with "weak" relative risks which approximate 1.3 in the 
1990 Draft Risk Assessment and only 1.19 in the 1992 Draft. When 
dealing with relative risks this small, spurious associations may 
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be reported between two factors. For example, because the EPA 
did not adequately address the potential role of diet, there is a 
chance that the association the EPA reported between ETS exposure 
and nonsmoker lung cancer may actually be a result of a common 
association the two factors may have with poor diet. 

The Draft's assumption of causality is based upon tenuous 
data from epidemiologic studies on spousal smoking. The assumption 
is the critical element to the PAR model and the original estimate 
of 3,800 (and revised estimate of 3,000) excess nonsmoker deaths per 
year reportedly due to ETS exposure. The 1990 and 1992 Draft Risk 
Assessments fail to argue convincingly for the assumption. Without 
the causal assumption, the PAR approach is little more than an 
exercise in mathematical modeling. 

The conclusions of the 1990 Draft Risk Assessment were 

strongly criticized, particularly in many of the more than 100 

75 

comments submitted during the public comment period on the draft. 
Specifically, many of the public comments found EPA's classification 
of ETS as a Group A carcinogen to be scientifically unwarranted. 

One point of criticism was that the EPA's proposed 
classification of tobacco smoke as a "human carcinogen" was based 
in part upon the imputed identification and presence in ETS of 
suspected carcinogens reported in mainstream smoke and/or fresh 
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sidestream smoke. However, the EPA apparently did not review the 
available published data on either the characterization of, or 
exposure to, ETS. ETS is neither chemically nor physically 
equivalent to either mainstream or sidestream smoke, and it is 
therefore not scientifically acceptable to treat ETS, mainstream 

smoke and sidestream smoke as qualitatively and quantitatively 

. . . 79-84 

similar mixtures. 

As discussed above, meta-analysis, a statistical procedure 
which combines the reported risk estimates from a number of studies 
to generate an overall estimate of risk, was used in the EPA's 
Population-Attributable Risk model. The problems and limitations 
of the use of meta-analysis for epidemiologic studies have been 

o C Of. 

addressed in the scientific literature. ' For instance, meta¬ 

analysis does not account for intrinsic bias and confounding in 
the individual studies, and it cannot remedy study design flaws. 
As two German scientists, Heinz Letzel and Karl Uberla, noted: 
"Combining risk estimates from biased or confounded studies by 
meta-analysis cannot provide correct answers." The spousal 

smoking studies used in the 1990 meta-analysis were conducted in 
the United States, Europe and Asia. These populations differ 
genetically and in lifestyle factors, and the studies themselves 
differ in design. 85 The 1992 Draft included separate meta-analyses 
for the different countries and regions. 
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Another major criticism of the 1990 Draft Risk Assessment 
was that in addition to its inadequate treatment of the data on 
the physical and chemical properties of ETS, it also virtually 
ignored the available exposure data, toxicological data and data 
from animal studies on ETS. The 1992 Draft similarly failed to 
consider these data. For instance, not one of the spousal smoking 
studies included actual measurements of ETS exposure; exposure was 
only estimated by responses to questionnaires. However, a large 
body of literature exists on actual measurements of ETS in indoor 
environments, which was not considered in the 1990 Draft Risk 
Assessment and only cursorily considered in the 1992 Draft. 
52,79,87-90 these data are independent of the epidemiologic 

literature, they suggest that nonsmoker exposure to ETS in typical 
public places and workplaces is minimal. ' For example, 

some studies report typical measurements of nicotine ranging from 

an exposure equivalent of 1/100 to less than 1/1,000 of one filter 

, 56,91-97 

cigarette per hour. 

While a docket for written comments was not established 

for the 1992 Risk Assessment, oral comments were allowed at both the 

July SAB committee and the October Executive Committee meetings. 

However, commenters were asked not to reiterate previous points of 

discussion. One major issue raised by Dr. William J. Butler in 

9 8 

July was the EPA's treatment of confounders. The EPA took the 
position that confounders could not account for the reported 
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association between spousal smoking and nonsmoker lung cancer, 
since the EPA was unable to find a single confounding factor that 
could consistently account for the results reported in all of the 
studies used in the Draft Risk Assessment. Butler criticized the 
EPA's position and stated that there were many potential confounders 
that should be considered important, and that it was not necessary 
(or even reasonable to expect) to identify a single confounder 
that would apply to all of the individual studies. 

Finally, if the EPA had followed its own 1986 guidelines 
for carcinogen risk assessment, it would have included: (1) a 
hazard evaluation which would have examined data regarding the 
physical and chemical characterization of ETS, as well as the 
results from published animal inhalation studies and in vitro 
studies; (2) an exposure evaluation which would have included the 
data from well over 100 studies in the published literature which 
monitored ETS constituents in the air of public places and 
workplaces; (3) a dose-response evaluation which would have 
included an examination of the actual data reported in the 
epidemiologic studies on spousal smoking; and (4) a risk 
characterization which would have included the range of uncertainty 
in numbers of lung cancer deaths reportedly attributable to ETS 
exposures. The guidelines also require that chance must be ruled 
out statistically in all epidemiologic studies under consideration 
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and that all possible biases and possible confounding factors are 
to be considered. 

Thus, the conclusions of the EPA's 1990 and 1992 Draft 

Risk Assessments are based on an incomplete and selective review of 

the existing data on ETS. Several of the public comments on the 

1990 Draft suggested that this amounted to EPA's apparent failure 

. 75 

to follow its own guidelines for carcinogen risk assessment. 

In fact, the EPA would not have classified ETS as a Group A 
carcinogen had the EPA used the methodologies and guidelines it 
employed in all its previous risk assessments. 


NIOSH Current Intelligence Bulletin 


In June 1991, NIOSH released Current Intelligence Bulletin 


54 on environmental tobacco smoke. 


3 


The NIOSH CIB stated that: 


NIOSH has determined that the collective weight 
of evidence (i.e., that from the Surgeon 
General's reports, the similarities in 
composition of MS and ETS, and the recent 
epidemiologic studies) is sufficient to 
conclude that ETS poses an increased risk of 
lung cancer and possibly heart disease to 
occupationally exposed workers. (p. 12) 


In the excerpt above, the CIB refers to three areas that 
contribute to its "collective weight of evidence." The Surgeon 
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General's report is the first area; however, the conclusions of 
the Surgeon General's report have been extensively criticized, as 
discussed above. As for the second type of "evidence" (the claimed 
"similarities in composition of MS and ETS"), the treatment of the 
available data in the NIOSH CIB is neither detailed nor complete. 

Although the NIOSH CIB and the EPA Draft Risk Assessment 
stress the reported association between active smoking and disease 
in reaching their conclusions about ETS, neither report provides 
detailed discussions of the chemical and physical natures and 
differences between ETS and mainstream smoke (MS). ETS is different 
in both quality and quantity from both mainstream and sidestream 
smoke. (See Responses to Questions 2a(iii) and 35.) 

One major area overlooked by both the NIOSH CIB and the 
EPA Draft Risk Assessment is those scientific studies that actually 
measured levels of ETS constituents in indoor air. There is a 
substantial body of literature in this area which is directly 
relevant to considerations about non-industrial workplace exposure. 
If the actual data on ETS exposures in the workplace are examined, 
one finds that typical workplace exposures to ETS are minimal and 
often below limits of detection for even the most sensitive tobacco 
smoke constituent monitors. (See Response to Question 2a(iii).) 
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The final aspect of NIOSH's "weight of the evidence" is 
"recent epidemiologic studies" on ETS and lung cancer. However, 
its review of the spousal smoking studies is incomplete. The CIB 
states that eight additional spousal smoking studies have been 
published since 1986, when, actually, 14 have been published, most 
of which report associations which do not achieve statistical 
significance. Furthermore, the CIB acknowledges serious 
shortcomings in the available epidemiologic studies purporting to 
relate ETS exposure and lung cancer: 


NIOSH recognizes that these recent epidemiologic 
studies have several shortcomings: lack of 

objective measures for characterizing and 
quantifying exposures, failure to adjust for 
all confounding variables, potential 
misclassification of ex-smokers as nonsmokers, 
unavailability of comparison groups that have 
not been exposed to ETS, and low statistical 
power. 


Nevertheless, the CIB uses spousal smoking studies. to 

reach its conclusion about occupational exposure to ETS without 

justifying the relevance of spousal smoking studies to workplace 

exposure. Of the spousal smoking studies, none actually measured 

levels of ETS.to which the subjects ostensibly were exposed. The 

NIOSH CIB also fails to address the 12 spousal smoking studies 

9-20 

that included specific questions about workplace exposure. Of 

those studies, ten reported no statistically significant increased 
risk of lung cancer for nonsmokers who reported ETS exposure in 
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the workplace. The other two studies presented risk estimates 
which were of borderline statistical significance. Thus, the 
epidemiologic data are consistent with the null hypothesis, i.e., 
that there is no association between workplace ETS exposure and 
nonsmoker lung cancer. 

The CIB also purports to review the studies on ETS and 

heart disease that have appeared since 1986, at which time the 

Surgeon General remarked that more studies were needed before a 

conclusion of an association could be made. While additional 

studies have been published since 1986, taken as a whole, the 

99 

studies still do not allow a conclusion to be reached. Moreover, 
the epidemiologic studies on ETS and heart disease may be criticized 
for several reasons: they use spousal smoking as a surrogate for 
ETS exposure, they do not have clinical diagnoses of heart disease 
(e.g., they rely on death certificate data or self-reported 
symptoms), and they fail to adequately account for confounding 
factors. The latter include family history of heart disease, blood 
pressure, serum lipoprotein levels, body mass index, age, menopausal 
status, dietary fat, alcohol consumption, diabetes and lifestyle 
factors (e.g.,. a sedentary lifestyle). 

Thus, the NIOSH CIB, which reaches conclusions about 
purported risks associated with exposure to ETS in the workplace, 
is not a comprehensive, critical review of the available data. 
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Of even greater significance, it does not address available 
workplace data on exposures or potential health effects. 

Other Risk Assessments on ETS 

Two basic methods (modeling procedures) for estimating the 
population risk for lung cancer among nonsmokers reporting exposure 
to ETS have appeared in the scientific literature. The first 
method, adopted by the U.S. EPA in its Draft Risk Assessment 
(discussed above), is the Population-Attributable Risk (PAR) 
approach. A PAR model seeks to establish an estimate of excess 
risk due to ETS exposure and is expressed as a ratio of the risk 
assessed for ETS to the total lung cancer risk for nonsmokers from 
all sources. The PAR is calculated by applying a relative risk 
estimate associated with reported exposure to ETS (derived from 
risk rates in epidemiologic studies) to the percentage of 
individuals believed to be exposed to ETS in the general population. 

A second approach used in the literature, called the 
Extrapolation Method (also called the Linear Extrapolation Method 
or Dose-Response Extrapolation Model), combines reported risks of 
lung cancer for active smokers, derived from epidemiologic studies 
on smokers, with estimates of tobacco smoke exposure (dose) for 
active smokers. The risk and dose estimates for active smokers 
are then extrapolated downward to apply to nonsmokers. The 
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estimated excess risk for nonsmokers exposed to ETS is obtained by 
dividing the lung cancer risk reported for active smokers by the 
ratio between the smokers' and nonsmokers' estimated average 
exposure to tobacco smoke. 

This second approach for estimating excess lung cancer 
deaths among nonsmokers reportedly due to ETS exposure is 
exemplified by the model developed by Repace and Lowrey (1985). 100 
The authors employed a linear downward extrapolation from the lung 
cancer risk reported for active smokers (and estimates of tobacco 
smoke exposure for smokers) to an exposure and residual risk 
estimate for nonsmokers allegedly exposed to ETS. The model 
estimated lung cancer mortality among nonsmokers by dividing the 
reported lung cancer risk for active smokers by a ratio of estimated 
tobacco smoke exposure for smokers and nonsmokers. The linear dose- 
extrapolation model therefore requires four estimates: 

1. the number of nonsmokers supposedly exposed to 
ETS; 

2. the average ETS exposure of nonsmokers; 

3. the average tobacco smoke exposure for active 
- smokers; and 

4. the lung cancer risks reported for current 
active smokers. 

Specifically, Repace and Lowrey developed a version of a 
linear dose-response extrapolation model which is based upon a 
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The 


weighted average of nonsmoker exposure to particulates, 
weighted average estimate was not derived from actual exposure data 
but from a model which predicts ambient concentrations of 
particulate matter from the number of cigarettes smoked in a given 
volume of air space. The authors also calculated a lung cancer 
risk estimate and an estimate of daily "tar" (particulate) intake 
for active smokers. Nonsmoker risk of lung cancer was extrapolated 
from those estimates to yield 555 lung cancer deaths per year 
attributable to ETS exposure among nonsmokers. 

Arundel, et al., (1987) refined the Repace and Lowrey 

extrapolation model by replacing Repace and Lowrey's estimates of 
particulate matter exposure for nonsmokers with actual exposure 
data from monitoring studies.^ 0 "’ The Arundel, et al., model also 
rejected Repace and Lowrey's extrapolation from the dose of active 
smokers to the exposure of nonsmokers, and replaces the latter 
with an estimated retained dose of particulates for nonsmokers. 
Using virtually the same assumptions as Repace and Lowrey, the 
Arundel et al. model estimates 12 lung cancer deaths per year among 
40 million male and female neversmokers. 

The various assumptions and estimates employed in the 
Repace and Lowrey linear dose-extrapolation model have been 
challenged by a number of scientists.^' 0 ''' One scientist noted 

that the exposure and dose levels Repace and Lowrey used were not 
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based on actual measurements, and that actual measurements reported 

by other researchers ranged from "ten-to-one-hundred-fold less than 

102 

that in the Repace and Lowrey model." 

Still other scientists have questioned the methods of 

-| o 1 AC 

analysis used in their article. For example, the Repace and 

Lowrey extrapolation model assumes that the carcinogenicity of 
tobacco smoke depends upon some (unknown) element purportedly 
located in the particulate phase of ETS. The model also assumes 
that lung cancer per unit of exposure (i.e., per mg of "tar") is 
the same for mainstream smoke and ETS, an assumption which is not 
borne out by the scientific data regarding the chemistry of 
mainstream smoke and ETS. Moreover, the extrapolation model 
suggests that the relationship between reported risk and level of 
exposure is linear (i.e., dose-response), and it assumes that there 
is no exposure level below which lung cancer risk is absent. The 
dose-extrapolation model also assumes, with its suggestion of a 
linear dose-response from active smoking to low level exposure to 
ETS, that the so-called "one-hit" cancer theory, a theory that one 
molecule of exposure to a suspected carcinogen is sufficient to 
induce carcinogenesis, is valid. However, the "one-hit" model has 
what statisticians call a "zero intercept term," which is equivalent 

to assuming that lung cancer risk among nonsmokers is zero in_the 

absence of ETS. 
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Even with its dubious assumptions and estimates, it is 
noteworthy that the linear dose-extrapolation model produces 
estimates of excess lung cancer deaths which are roughly an order 
of magnitude lower than estimates generated by the PA R model which 
relies on epidemiologic studies. A number of subsequently published 
extrapolation models, unlike that of Repace and Lowrey, have been 
based upon actual data and reasonable estimates of 
exposure. 101,106-108 These models have been unsuccessful in 
estimating any appreciable increased risk of lung cancer for 
nonsmokers reporting exposure to ETS. Indeed, extrapolation models 
based on estimates of retained particulate matter generate estimates 
of excess risk which are as much as 20 orders of magnitude lower 
than estimates generated by the PAR method. Such vast ranges 
underscore the difference between risk estimates based on 
epidemiology and those based on dosimetry. This difference is so 
striking that even the authors of the EPA Draft Risk Assessment 
were unable to generate a "dose-response based on the extrapolation 
from mainstream to environmental tobacco smoke," and hence, relied 
solely upon the PAR model to support their contention of an 
increased risk of lung cancer among nonsmokers reportedly exposed 


to ETS. 


109 


There have been two published risk assessments of 
environmental tobacco smoke (ETS) exposure and heart disease, the 
first by A. Judson Wells in 1988, 110 and the second by Kyle 
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Steenland in 1992. 111 However, despite his never having published 

a risk assessment on ETS and heart disease, Stanton Glantz is the 

individual most often cited for the conclusion that a large number 

of annual heart disease deaths in the U.S. are attributable to ETS 

, . , . 112 

exposure. In a 1991 article with William Parmley, Glantz 

claimed that the number of annual ETS-related nonsmoker deaths in 
the U.S. is approximately 53,000, the largest portion of which 
(37,000) he claimed was from heart disease. 

The figure of 53,000 annual U.S. deaths attributed to 

ETS exposure originated in a publication by A. Judson Wells in 

110 

1988, although Wells actually argued for a "best estimate" of ETS 
related deaths that was somewhat lower, about 46,000, with 32,000 
of these due to heart disease. Stanton Glantz and William Parmley 
repeated the 53,000 figure in their 1991 article in Circulation . 
However, they did not themselves independently perform a calculation 
of "excess" deaths, but instead relied on the earlier work by Wells, 
which is cited by Glantz and Parmley as the basis for their claim. 

To calculate excess deaths due to ETS exposure, Wells 
used meta-analysis to derive ETS-associated relative risks for lung 
cancer, heart disease and cancers other than the lung. These 
relative risks, together with an estimate of the fraction of the 
population exposed to ETS, were entered into an equation that was 
used to calculate excess death rates for never smokers. To derive 
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a value of actual numbers of deaths related to ETS exposure, these 
excess death rates were multiplied by the number of people in the 
U.S. estimated to be exposed. Based on such calculations, Wells 
estimated that ETS exposure produced 39,000 excess deaths per year 
in the U.S. 

Further calculations attempted to take into account 
misclassification, either of smokers as nonsmokers or of nonexposed 
nonsmokers as exposed to ETS. Wells calculated that these 
adjustments for misclassification resulted in a revision upward of 
the estimate, from 39,000 to 53,000. Wells then stated that a 
more "conservative" estimate would be 46,000, a value chosen because 
it is halfway between the unadjusted value of 39,000 and the 
adjusted value of 53,000. 

It is clear that the claim of 53,000 excess deaths 
associated with ETS exposure is assailable at every level of its 
derivation. At the most fundamental level, the studies contributing 
to the meta-analysis are scientifically flawed. The flaws stem 
from, among other reasons, small sample sizes, inadequate control 
for potential -confounding factors and unreliable estimates of ETS 
exposure. Such flaws contribute to the invalidity of the subsequent 
meta-analysis, a technique which is further called into question 
because it is not designed to bring together such methodologically 
disparate studies. Furthermore, any overall estimate of the 
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prevalence and levels of ETS exposure within the U.S. is based on 
assumptions, rather than direct measurement. In addition, a variety 
of other unproven assumptions are made in attempting to adjust the 
data to take potential misclassification into account. Finally, the 
seemingly capricious derivation of the annual death rate claim is 
reflected in Wells' final calculation in which he decided, based 
on no particular formula, that the value of 46,000 would be a "best 
estimate," simply because it was halfway between an unadjusted and 
adjusted estimate. Such loose and unscientific conclusions should 
not form a basis for regulatory action. 

Kyle Steenland, a National Institute for Occupational 
Safety and Health employee, also performed a risk assessment of 
ETS and heart disease, published in 1992.^^ He calculated that 
35,000-40,000 annual U.S. heart disease deaths are attributable to 
ETS exposure. He concluded that "heart disease mortality is 
contributing the bulk of the public health burden imposed by passive 
smoking." 


There are two important differences between Steenland's 
estimation process and that used by Wells. First, Steenland did 
not do a meta-analysis to obtain a pooled estimate of relative 
risk for heart disease mortality associated with ETS exposure. 
Instead, he simply adopted the relative risk reported in a single 
study of a Maryland sample and applied that to the entire U.S. 
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population. Second, he focused only on heart disease - and did not 
attempt to calculate ETS-related deaths from other diseases. 

Other than the above, Steenland's procedure for 
calculating deaths attributable to ETS exposure was generally 
similar to that reported by Wells. This estimation process 
involved: positing an overall increase in relative risk of heart 
disease associated with ETS exposure; making adjustments for 
potential misclassification and for background exposure; estimating 
the extent of exposure to ETS; and estimating the fraction of 
nonsmoker heart disease deaths attributable to ETS exposure. These 
estimates were incorporated into a formula using data on U.S. heart 
disease death rates and population estimates, from which was derived 
an estimated number of annual heart disease deaths attributed to 
ETS exposure. According to Steenland's calculations, "the overall 
estimate of ETS-attributable heart disease deaths for never-smokers 
and former smokers is 35000 to 40000." He further commented that 
these increased risks of death "are higher than those accepted in 
regulating environmental toxins." 

Steenland's calculations involved problems similar to 
those that plagued Wells' attempt to derive a number of deaths 
associated with ETS exposure. Although Steenland cannot be 
criticized for performing an invalid meta-analysis (because he did 
no meta-analysis at all), his procedure can perhaps be criticized 
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even more severely because he took a relative risk based on a single 
, study from a single county in a single state and applied it to the 
United States as a whole. Criticisms relating to unverified 
assumptions, which were noted in regard to Wells' calculations, 
also apply to Steenland's procedure. 

Summary 


The conclusions of these governmental reports and other 
publications are extensively relied upon by those who claim that 
there is a possible association between ETS exposure in the 
workplace and adverse health effects in nonsmokers. However, these 
reports and assertions have serious deficiencies that make their 
conclusions difficult to support. When appropriate scientific 
scrutiny is exercised, these reports and articles do not provide a 
defensible basis for the regulation of smoking in the workplace by 
OSHA. 


- 36 - 


Source: https://www.industrydocuments.ucsf.edu/docs/krdkOOOO 


2500118101 



'REFERENCES 


1. U.S. Department of Health and Human Services, Public Health 
Service, Office on Smoking and Health, The Health Consequences 
of Involuntary Smoking: A Report of the Surgeon General . DHHS 
Publication No. (CDC) 87-8398, Washington, D.C., U.S. 
Government Printing Office, 1986. 

2. A. U.S. Environmental Protection Agency, Office of Health and 

Environmental Assessment, Office of Atmospheric and Indoor 

Air Programs, Health Effects of Passive Smoking: Assessment 
of Lung Cancer in Adults and Respiratory Disorders in 
Children, External Review Draft, EPA/600/6-90/006A, May, 1990. 

B. U.S. Environmental Protection Agency, Office of Health and 

Environmental Assessment, Office of Research and Development, 
Respiratory Health Effects of Passive Smoking: Lung Cancer 

and Other Disorders . SAB Review Draft, EPA/600/6-90/006B, 
May, 1992. 

C. U.S. Environmental Protection Agency, Office of Health and 

Environmental Assessment, Office of Research and Development, 
Respiratory Health Effects of Passive Smokint: Lung Cancer 

and Other Disorders . EPA/600/6-90/006F, January, 1993. 

3. U.S. Department of Health and Human Services, Public Health 
Service, Centers for Disease Control, National Institute for 
Occupational Safety and Health, Current Intellige nce Bulletin 
54; Environmental Tobacco Smoke in the Workplace: Luna Cancer 
and Other Health Effects . DHHS (NIOSH) Publication No. 91- 
108, Cincinnati, Ohio, June, 1991. 

4. Fettner, A., "Where There's Smoke There's Fire — The New 

•Passive Smoking' Rules: Sidestepping Issues by Scapegoating 
Smokers," Voice . 5-7, March 30, 1987. 

5. Jones, W. , "Inconclusive Evidence on the Harmful Effects of 
Smoking," U.S. Congressional Record - Extension of Remarks , 
E489-E490, February 18, 1987. 

6. Schwartz, S.L. and Balter, N.J., "ETS-Lung Cancer Epidemiology: 

Supportability of Misclassification and Risk Assumptions," 
Environmental Technology Letters 9: 479-490, 1988. 

7. Uberla, K. , "Epidemiology: Its Scope and Limitations for 

Indoor Air Quality." In: Indoor Air Quality: Symposium . 

Buenos Aires, National Academy of Sciences of Buenos Aires, 
45-60, 1989. 


- 37 - 


Source: https://www.industrydocuments.ucsf.edu/docs/krdkOOOO 


Z018U00SZ 



8. Mantel, N., "Lung Cancer and Passive Smoking," British Medical 

Journal 294: 440, 1987. 

9. Kabat, G. and Wynder, E., "Lung Cancer in Nonsmokers," Cancer 

53(5): 1214-1221, 1984. 

10. Garfinkel, L., Auerbach, 0. and Joubert, L., "Involuntary 

Smoking and Lung Cancer: A Case-Control Study," Journal of 
the National Cancer Institute 75(3): 463-469, 1985. 

11. Wu, A., Henderson, B.E., Pike, M.C. and Yu, M.C., "Smoking 

and Other Risk Factors for Lung Cancer in Women," Journal of 
the National Cancer Institute 74(4): 747-751, 1985. 

12. Janerich, D., Thompson, W.D., Varela, L.R. , Greenwald,. P. , 
Chorost, S., Tucci, C. , Zaman, M.B., Melamed, M.R., Kiely, 
M. and McKneally, M.F., "Lung Cancer and Exposure to Tobacco 
Smoke in the Household," New England Journal of Medicine 323: 
632-636, 1990. 

13'. Kabat, G.C., "Epidemiologic Studies of the Relationship Between 
Passive Smoking and Lung Cancer." In: Toxicology Forum: 1990 
Annual Winter Meeting . Washington, D.C., 187-199, February 

19-21, 1990. 

14. Fontham, E.T.H., Correa, P. , Wu-Williams, A., Reynolds, P. , 

Greenberg, R.S., Buffler, P.A., Chen, V.W., Boyd, P., Alterman, 
T., Austin, D.F., Liff, J. and Greenberg, S.D., "Lung Cancer 
in Nonsmoking Women: A Multicenter Case-Control Study," Cancer 
Epidemiology. Biomarkers & Prevention 1: 35-43, 1991. 

15. Lee, P.N., Chamberlain, J. and Alderson, M.R., "Relationship 
of Passive Smoking to Risk of Lung Cancer and Other 
Smoking-Associated Diseases," British Journal of Cancer 54: 
97-105, 1986. 

16. Svensson, C. , Pershagen, G. and Klominek, J., "Smoking and 

Passive Smoking in Relation to Lung Cancer in Women," Acta 
Oncologica 28(5): 623-639, 1989. 

17. Kalandidi, A., Katsouyanni, K. , Voropoulou, N., Bastas, G. , 

Saracci,'R. and Trichopoulos, D., "Passive Smoking and Diet 
in the Etiology of Lung Cancer Among Non-Smokers," Cancer 
Causes and Control 1: 15-21, 1990. 

18. Koo, L.C., Ho, J.H.-C., Saw, D. and Ho, C.Y., "Measurements 

of Passive Smoking and Estimates of Lung Cancer Risk Among 
Non-Smoking Chinese Females," International Journal of Cancer 
39: 162-169, 1987. 


- 38 - 


Source: https://www.industry - ;uments.ucsf.edu/docs/krdk0000 


2500118103 



19. Shimizu, H. , Morishita, M. , Mizuno, K., Masuda, T., Ogura, 

Y., Santo, M. , Nishimura, M. , Kunishima, K. , Karasawa, K. , 
Nishiwaki, K., Yamamoto, M. , Hisamichi, S. and Tominaga, S., 
"A Case-Control Study of Lung Cancer in Nonsmoking Women," 
Tohoku Journal of Experimental Medicine 154: 389-97, 1988. 

20. Wu-Williams, A.H., Dai, X.D., Blot, W. , Xu, Z.Y., Sun, X.W., 
Xiao, H.P., Stone, B.J., Yu, S.F., Feng, Y.P., Ershow, A.G., 
Sun, J., Fraumeni, J.F and Henderson, B.E., "Lung Cancer Among 
Women in North-East China," British Journal of Cancer 62: 
982-987, 1990. 

21. Hirayama, T. , "Non-Smoking Wives of Heavy Smokers Have a Higher 

Risk of Lung Cancer: A Study from Japan," British Medical 

Journal 282: 183-185, 1981. 

22. Trichopoulos, D. , Kalandidi, A., Sparros, L. and MacMahon, 

B. , "Lung Cancer and Passive Smoking," International Journal 
of Cancer 27(1): 1-4, 1981. ' ’ " ~ 

23. Garfinkel, L. , "Time Trends in Lung Cancer Mortality Among 

Nonsmokers and a Note on Pas -ive Smoking," Journal of the 
National Cancer Institute 66(6): 1061-1066, 1981. 

24. Chan, W.C. and Fung, S.C., "Lung Cancer in Non-Smokers in 
Hong Kong." In: Cancer Campaign Vol. 6, Cancer Epidemiology . 
E. Grundmann (ed.). Stuttgart, Gustav Fischer Verlag, 199- 
202, 1982. 

25. Correa, P. , Pickle, L.W., Fontham, E. , Lin, Y. and Haenszel, 

W. , "Passive Smoking and Lung Cancer," Lancet II: 595-597, 

1983. 

26. Buffler, P.A., Pickle, L.W., Mason, T.J. and Contant, C. , 

"The Causes of Lung Cancer in Texas." In: Lung Cancer: 

Causes and Prevention . M. Mizell and P. Correa (eds.). 
Deerfield Beach, Verlag Chimie International, 83-99, 1984. 

27. Gillis, C.R., Hole, D.J., Hawthorne, V.M. and Boyle, P., "The 

Effect of Environmental Tobacco Smoke in Two Urban Communities 
in the West of Scotland." In: ETS - Environmental Tobacco 

Smoke: Report from a Workshop on Effects and Exposure Levels . 

R. Rylander, Y. Peterson and M.-C. Snella (eds.). Published 
simultaneously in European Journal of Respiratory Disease . 
Supplement 133, Volume 65, 121-126, 1984. 

28. Lam, W.K., A Clinical and Epidemiological Study of Carcinoma 
of Lung in Hong Kong . M.D. Thesis Submitted to the University 
of Hong Kong, 1985. 


- 39 - 


o 

•t* 


Source: https://www.industrydocuments.ucsf.edu/docs/krdk0000 





29. Akiba, S., Kato, H. and Blot, W.J., "Passive Smoking and Lung 

Cancer Among Japanese Women," Cancer Research 46: 4804-4807, 

1986. 

30. Brownson, R.C., Reif, J.S., Keefe, T.J., Ferguson, S.W. and 

Pritzl, J.A., "Risk Factors for Adenocarcinoma of the Lung," 
American Journal of Epidemiology 125(1): 25-34, 1987. 

31. Gao, Y.-T., Blot, W.J., Zheng, W. , Ershow, A.G., Hsu, C.W. , 

Levin, L.I., Zhang, R. and Fraumeni, J.F., "Lung Cancer Among 
Chinese Women," International Journal of Cancer 40: 604-609, 

1987. 

32. Humble, C.G., Samet, J.M. and Pathak, D.R., "Marriage to a 

Smoker and Lung Cancer Risk," American Journal of Public 
Health 77(5): 598-602, 1987. 

33. Lam, T.H., Rung, I.T.M., Wong, C.M., Lam, W.K., Kleevens, 

J. W.L., Saw, D. , Hsu, C., Seneviratne, S., Lam, S.Y., Lo, 

K. K. and Chan, W.C., "Smoking, Passive Smoking and 

Histological Types in Lung Cancer in Hong Kong Chinese Women," 
British Journal of Cancer 56(5): 673-678, 1987. 

34. Pershagen, G. , Hrubec, Z. and Svensson, C., "Passive Smoking 

and Lung Cancer in Swedish Women," American Journal of 
Epidemiology 125(1): 17-24, 1987. 

35. Geng, G.-Y., Liang, T.H., Zhang, A. Y. and Wu, G.L., "On the 
Relationship Between Smoking and Female Lung Cancer." In: 
Smoking and Health 1987 . M. Aoki, S. Hisamichi and S. Tominaga 
(eds.). Amsterdam, Excerpta Medica, 483-486, 1988. 

36. Inoue, R. and Hirayama, T., "Passive Smoking and Lung Cancer 

in Women." In: Smoking and Health 1987 . M. Aoki, S. 

Hisamichi and S. Tominaga (eds.). Amsterdam, Excerpta Medica, 
283-285, 1988. 

37. Sobue, T., Suzuki, R. , Nakayama, N. , Inubuse, C. , Matsuda, 

M. , Doi, 0., Mori, T. , Furuse, K. , Fukuoka, M. , Yasumitsu, 
T., Kuwabara, 0., Ichigaya, M., Kurata, M. , Kuwabara, M. , 
Nakahara, K., Endo, S. and Hattori, S., "Passive Smoking Among 
Nonsmoking Women and the Relationship Between Indoor Air 
Pollution and Lung Cancer Incidence — Results of a Multicenter 
Case Controlled Study," Gan to Rinsho 36(3): 329-333, 1990. 

38. Liu, Z., He, X. and Chapman, R.S., "Smoking and Other Risk 

Factors for Lung Cancer in Xuanwei, China," International 
Journal of Epidemiology 20(1): 26-31, 1991. 


- 40 - 


Source: https://www.industrydocuments.ucsf.edu/docs/krdkOOOO 


2500118105 



39. Wynder, E.L. and Kabat, G.C., "Environmental Tobacco Smoke 

and Lung Cancer: A Critical Assessment." In: Indoor Air 

Quality . H. Kasuga (ed.). Berlin, Heidelberg, Springer- 

Verlag, 5-15, 1990. 

40. Gori, G.B. and Mantel, N. , "Mainstream and Environmental 

Tobacco Smoke," Regulatory Toxicology and Pharmacology 14: 
88-105, 1991. 

41. Kilpatrick, S., "Misclassification of Environmental Tobacco 

Smoke Exposure: Its Potential Influence on Studies of 

Environmental Tobacco Smoke and Lung Cancer," Toxicology 

Letters 35: 163-168, 1987. 

42. Friedman, G., Petitti, D.B. and Bawol, R.D., "Prevalence and 

Correlates of Passive Smoking," American Journal of Public 
Health 73(4): 401, 1983. 

43. Pron, G.E., Burch, J.D., Howe, G.R. and Miller, A.B., "The 

Reliability of Passive Smoking Histories Reported in a Case- 
Control Study of Lung Cancer," American Journal of Epidemiology 
127(2): 267-273, 1988. 

44. Schenker, M. , Hammond, K. , Samuels, S., Kado, N. and Woskie, 

S., "Assessment of Environmental Tobacco Smoke Exposure in 
Epidemiologic Studies," Chest 91(2): 313-314, 1987. Abstract. 

45. Lerchen, M.L. and Samet, J.M., "An Assessment of the Validity 

of Questionnaire Responses Provided by a Surviving Spouse," 
American Journal of Epidemiology 123(3): 481-489, 1986. 

46. Sandler, D.P. and Shore, D.L., "Quality of Data on Parents' 

Smoking and Drinking Provided by Adult Offspring," American 
Journal of Epidemiology 124(5): 768-778, 1986. 

47. Leaderer, B., "Assessing Exposures to Environmental Tobacco 

Smoke," Risk Analysis 10(1): 19-26, 1990. 

48. Shimizu, Y. , Namekata, T. and Takemoto, K. , "Epidemiological 

Issues on Involuntary Smoking and Lung Cancer." In: Indoor 
Air Quality . H. Kasuga (ed.). Berlin, Heidelberg, Springer- 
Verlag, 323-332, 1990. 

49. National Research Council, National Academy of Sciences, 
"Current and Anticipated Applications." In: Human Exposure 

Assessment for Airborne Pollutants: _ Advances _and 

Opportunities . Washington, D.C., National Academy Press, 
207-218, 1991. 


- 41 


Source: https://www.industrydocuments.ucsf.edu/docs/krdkOOOO 


2500118106 



\ 


50. Vaughan, W. and Hammond, K. , "Impact of 'Designated Smoking 

Area' Policy on Nicotine Vapor and Particle Concentrations in 
a Modern Office Building," J Air Waste Manage Assoc 40: 1012- 

1017, 1990. 

51 . Hedge, A., et al., "Building Ventilation and Smoking Policy 

Effects on Indoor Air Quality and Employee Comfort and Health." 
In: Indoor Air '90: Proceedings of the Fifth International 

Conference on Indoor Air Quality and Climate . Toronto, Canada, 
Volume 1, 739-744, July 29-August 3, 1990. 

52. Sterling, T. and Mueller, B. , "Concentrations of Nicotine, 

RSP, CO and CO in Nonsmoking Areas of Offices Ventilated by 
Air Recirculated from Smoking Designated Areas," Am Ind Hyg 
Assoc J 49(9): 423-426, 1988. 

53. Sterling, T. , et al., "Exposure to Environmental Tobacco Smoke 

in the Non Industrial Workplace Under Different Conditions of 
Ventilation and Smoking Regulation." In: Present and Future 

of Indoor Air Quality . C.J. Bieva, et al. (eds.). Elsevier 
Science Publishers, Amsterdam, 111-118, 1989. 

54. Malmfors, T., et al., "Air Quality in Passenger Cabins of DC- 

9 and MD-80 Aircraft," Environ Technol Letters 10: 613-628, 

1989. 

55. Oldaker, G. , et al. , "Estimation of Effect of Environmental 
Tobacco Smoke on Air Quality Within Passenger Cabins of 

Commercial Aircraft II." In: Indoor Air _Quality— a .Qd 

Ventilation . F. Lunau and G. Reynolds (eds.). London, Selper 
Ltd., 447-454, 1990. 

56. Oldaker, G. and Conrad, F. , "Estimation of _the Effect of 

Environmental Tobacco Smoke on Air Quality Within Passenger 
Cabins of Commercial Aircraft," Environ Sci Technol 21: 994- 

999, 1987. 

57. Sterling, T., "ETS Concentrations Under Different Conditions 
of Ventilation and Smoking Regulation." In: Indoor and Ambient 
Air Quality . R. Perry and P. Kirk (eds.). London, Selper 
Ltd., 89-=98, 1988. 

58. White, J. and Froeb, H., "Small-Airways Dysfunction in 

Nonsmokers Chronically Exposed to Tobacco Smoke," New England 
Journal of Medicine 302(13): 720-723, 1980. 

59. Adlkofer, F., Scherer, G. and Weimann, H., "Small-Airways 

Dysfunction in Passive Smokers," New England Journal _of 

Medicine 303(7): 392, 1980. 


Source: https://www.industrydocuments.ucsf.edu/docs/krdk0000 


2500118107 



60. Huber, G. , •'Small-Airways Dysfunction in Passive Smokers," 

New England Journal of Medicine 303(7): 392, 1980. 

61. Freedman, A., "Small-Airways Dysfunction in Passive Smokers," 

New England Journal of Medicine 303(7): 393, 1980. 

62. Aviado, D. , "Small-Airways Dysfunction in Passive Smokers," 

New England Journal of Medicine 303(7): 393, 1980. 

63. White, J. and Froeb, H., "Small-Airways Dysfunction in Passive 

Smokers," New England Journal of Medicine 303(7): 393-394, 

1980. ~ ~ 

64. Lebowitz, M., "Influence of Passive Smoking on Pulmonary 

Function: A Survey," Preventive Medicine 13(6): 645-655, 

1984. 

65. Kentner, M. , Triebig, G. and Weltle, D. , "The Influence of 

Passive Smoking on Pulmonary Function - A Study of 1,351 Office 
Workers," Preventive Medicine 13(6): 656-669, 1984. 

66. Kentner, M. and Weltle, D., "Passive Tobacco Smoke Inhalation 

and Lung Function in Adults." In: Indoor and Ambient _ A ir 

Quality . R. Perry and P. Kirk (eds.). London, Selper Ltd., 
232-241, 1988. 

67. Kentner, M. , Weltle, D. and Valentin, H. , "Passive Smoking 

and Lung Function in Adults," Arbeitsmedicine Sozialmedicine 
Praventivmedicine (24): 8-13, 1989. 

68. Kentner, M. and Weltle, D. , "Are There Any Impairments of 

Maximal Expiratory Flow-Volume Curves by Passive Smoking?" 
In: Indoor Air Quality . H. Kasuga (ed.). Berlin, Heidelberg, 

Springer-Verlag, 153-166, 1990. 

69. Fielding, J.E. and Phenow, K.J., "Health Effects of Involuntary 

Smoking," The New England Journal of Medicine 319(22): 1452- 

1460, 1988. 

70. Weiss, S.T., "What are the Health Effects of Passive Smoking?" 

The Journal of Respiratory Diseases 9(1): 46-48, 55, 58, 60, 

62, 1988. 

71. Weetman, D.F., and Munby, J., "Environmental Tobacco Smoke 

(ETS) and Cardiovascular Disease." In: Indoor Air Quality 

and Ventilation . F. Lunau and G.L. Reynolds (eds.). London, 
Selper Ltd., 211-216, 1990. 

72. Thiery, J. and Cremer, P., "Coronary Heart Disease and 

Involuntary Smoking," The Toxicology Forum: 1990 European 


- 43 - 


Source: https://www.industrydocuments.ucsf.edu/docs/krdkOOOO 


2500118108 



I 


Meeting . Session on "Environmental Tobacco Smoke: Science 

and Meta-Science," Budapest, Hungary, June 19, 1990. 

73. Mahajan, V.K., and Huber, G.L., "Health Effects of Involuntary 

Smoking: Impact on Tobacco Use, Smoking. Cessation, and Public 

Policies," Seminars in Respiratory Medicine 11(1): 87-114, 

1990. 

74. Armitage, A.K., "Environmental Tobacco Smoke and Coronary 

Heart Disease." In: Other People's Tobacco Smoke . A.K. 

Armitage (ed.). Beverly, East Yorks, United Kingdom, Galen 
Press, Chapter 7, 109-116, 1991. 

75. Anonymous, "A Brief Summary of the Public Comments Submitted 
to the U.S. EPA in Response to the External Review Draft 
EPA/600/6-90/006A," submitted to the U.S. Environmental 
Protection Agency, Science Advisory Board Meeting, December 
4-5, 1990. 

76. Tozzi, J.J., letter to Erich Bretthauer, Assistant 
Administrator for Research and Development, U.S. EPA, 
December 4, 1992. 

77. Brownson, R. C. , et al., "Passive Smoking and Lung Cancer in 

Nonsmoking Women," Am J Public Health 82: 1525-1530, 1992. 

78. Stockwell, H. G. , et al., "Environmental Tobacco Smoke and 

Lung Cancer Risk in Nonsmoking Women," J NCI 84: 1417-1422, 

1992. 

79. Baker, R. and Proctor, C. , "The Origins and Properties of 

Environmental Tobacco Smoke," Env Int 16: 231-245, 1990. 

80. Lofroth, G., et al., "Characterization of Environmental Tobacco 

Smoke," Env Sci Technol 23: 610-614, 1989. 

81. Reasor, M. , and Will, J., "Assessing Exposure to Environmental 

Tobacco Smoke: Is It Valid to Extrapolate from Active 

Smoking?" Journal of Smoking Related Diseases 2(1): 111- 

127, 1991. 

82. Proctor, C. and Dymond, H. , "The Measurement of ETS Through 

Adsorption/Desorption Procedures." In: Indoor Air Quality . 

H. Kasuga (ed.). Berlin, Heidelberg, Springer-Verlag, 82-89, 
1990. 

83. Nystrom, C., et al., "Assessing the Impact of Environmental 
Tobacco Smoke on Indoor Air Quality: Current Status." In: 
Proceedings of the ASHRAE Conference, IAQ *86 . Atlanta, 
Georgia, 213-233, April 20-23, 1986. 


- 44 - 


Source: https://www.industrydocuments.ucsf.edu/docs/krdkOOOO 


2500118109 



84. Scherer, G. , et al. , "Importance of Exposure to Gaseous and 

Particulate Phase Components of Tobacco Smoke in Active and 
Passive Smokers," Occup Env Health 62: 459-466, 1990. 

85. ileiss, J.L. and Gross, A.J., "Meta-Analysis in Epidemiology, 

with Special Reference to Studies of the Association Between 
Exposure to Environmental Tobacco Smoke and Lung Cancer: A 

Critique," Journal of Clinical Epidemiology 44(2): 127-139, 

1991. 

86. Letzel, H. and Uberla, K., "Meta-Analyses on Passive Smoking 

and Lung Cancer." In: Indoor Air Quality . H. Kasuga (ed.). 
Berlin, Heidelberg, Springer-Verlag, 316-322, 1990. 

87. Kirk, P., et al., "Environmental Tobacco Smoke in Indoor Air." 

In: Indoor and Ambient Air Quality . R. Perry and P. Kirk 

(eds.). London, Selper Ltd., 99-112, 1988. 

88-. Carson, J. and Erikson, C. , "Results from Survey of 
Environmental Tobacco Smoke in Offices in Ottawa, Ontario," 
Environ Technol Letters 9: 501-508, 1988. 

89. Sterling, T., et al., "Environmental Tobacco Smoke and Indoor 

Air Quality in Modern Office Work Environments," Journal of 
Occupational Medicine 26(1): 57-62, 1987. 

90. Hosein, R. , "The Relationship Between Pollutant Levels in 

Homes and Potential Sources." In: Indoor Air Quality in 

Cold Climates: Hazards and Abatement Measures . D. Walkinshaw 
(ed.). APCA, Ottawa, Ontario, 250-260, 1985. 

91. Hinds, W. and First, M. , "Concentrations of Nicotine and 

Tobacco Smoke in Public Places," New England Journal of 
Medicine 292(16): 844-845, 1975. 

92. Badre, R. , et al., "Pollution Atmospherique par la Fumee de 

Tabac (Atmospheric Pollution by Smoking)," Ann Pharro Fr 36(9- 
10): 443-452, 1978. Translation. 

93. Jenkins,-R., et al., "Development and Application of a Thermal 

Desorption-Based Method for the Determination of Nicotine in 
Indoor Environments." In: Indoor and Ambient Air Quality . 

R. Perry and P. Kirk (eds.). London, Selper Ltd., 557-566, 
1988. 

94. Muramatsu, M. , et al., "Estimation of Personal Exposure to 

Tobacco Smoke with a Newly Developed Nicotine Personal 
Monitor," Environ Res 35: 218-227, 1984. 


- 45 - 


Source: https://www.industry ' ;uments.ucsf.edu/docs/krdk0000 


2500118110 



95. Muramatsu, M. , et al., "Estimation of Personal Exposure to 

Ambient Nicotine in Daily Environment," Arch Occup Environ 
Health 59: 545-550, 1987. 

96. Thompson, C., et al., "A Thermal Desorption Method for the 

Determination of Nicotine in Indoor Environments," Envir Sci 
Tech 23: 429-435, 1989. 

97. Foliart, D. , et al., "Passive Absorption of Nicotine in Airline 
Flight Attendants," New England Journal of Medicine 308(18): 
1105, 1983. 

98. Butler, W.J., "Review of: Respiratory Health Effects of 

Passive Smoking; Luna Cancer and Other Disorders (EPA/600/6- 
90/006B; SAB Review Draft; May 1992)," comments submitted to 
SAB Committee meeting, July 23-24, 1992. 

99. Letter to Dr. J. Donald Millar, Director, National Institute 
for Occupational Safety and Health, from Samuel D. Chilcote, 
Jr., President, The Tobacco Institute, August 1, 1991. 

100. Repace, J. and Lowrey, A., "A Quantitative Estimate of 

Nonsmokers' Lung Cancer Risk from Passive Smoking," Environment 
International 11(1): 3-22, 1985. 

101. Arundel, A., Sterling, T. and Weinkam, J., "Never Smoker Lung 

Cancer Risks from Exposure to Particulate Tobacco Smoke," 
Environment International 13: 409-426, 1987. 

102. Lebowitz, M.D., "The Potential Association of Lung Cancer 

with Passive Smoking," Environment International 12: 3-9, 

1986. 

103. Johnson, C. and Letzel, H., "Letter to the Editors," 

Environment International 12: 21-22, 1986. 

104. Burch, P.R.J., "Health Risks of Passive Smoking: Problems of 

Interpretation," Environment International 12: 23-28, 1986. 

105. Kilpatrick, S.J., "Letter to the Editors," Environment 

International 12: 29-31, 1986. 

106. Darby, S. and Pike, M. , "Lung Cancer and Passive Smoking: 

Predicted Effects from a Mathematical Model for Cigarette 
Smoking and Lung Cancer," British Journal of Cancer 58: 825- 

831, 1988. 

107. Gori, G. and Mantel, N. , "Mainstream and Environmental Tobacco 

Smoke," Regulatory Toxicology and Pharmacology 14: 88-105, 

1991. 


- 46 - 


Source: https://www.industrydocuments.ucsf.edu/docs/krdk0000 


2500118111 



L 


108. McAughey, J., et al., "Respiratory Deposition of Environmental 

Tobacco Smoke." In: Indoor Air '90: Proceedings of the 

Fifth International Conference on Indoor Air Quality and 
Climate . Toronto, Canada, Volume 2, 361-366, July 29-August 
3, 1990. 

109. Bayard, S., Statement, TheU.S. Environmental Protection Agency 

Science Advisory Board Hearing on Health Effects of Passive 
Smoking: Assessment of Luna Cancer in Adults and Respiratory 

Disorders in Children , External Review Draft, EPA/600/6- 
90/006A, 116-117, December 4, 1990. Transcript. 

110. Wells, A.J., "An Estimate of Adult Mortality in the United 
States from Passive Smoking," Environment International 14(3): 
249-265, 1988. 

111. Steenland, K., "Passive Smoking and the Risk of Heart Disease," 

JAMA 267(1): 94-99, 1992. 

112. Glantz, S.A. and Parmley, W.W., "Passive Smoking and Heart 

Disease: Epidemiology, Physiology, and Biochemistry," 

Circulation 83(1): 1-12, 1991. 

113. Helsing, K.J., Sandler, D.P., Comstock, G.W. and Chee, E., 

"Heart Disease Mortality in Nonsmokers Living with Smokers," 
American Journal of Epidemiology 127(5): 915-922, 1988. 


- 47 - 


Source: https://www.industrydocuments.ucsf.edu/docs/krdkOOOO 


2500118112 



